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was stayed for topical otic drug products for
the drying of water-clogged ears.

2. At 61 FR 9571, Mar. 8, 1996, in §310.545 in
paragraph (a)(6)(ii)(B), the entry for ‘“‘l-des-
oxyephedrine (topical)’” was stayed until fur-
ther notice.

§310.546 Drug products containing ac-
tive ingredients offered over-the-
counter (OTC) for the treatment
and/or prevention of nocturnal leg
muscle cramps.

(a) Quinine sulfate alone or in com-
bination with vitamin E has been
present in over-the-counter (OTC) drug
products for the treatment and/or pre-
vention of nocturnal leg muscle
cramps, i.e., a condition of localized
pain in the lower extremities usually
occurring in middle life and beyond
with no regular pattern concerning
time or severity. There is a lack of ade-
quate data to establish general rec-
ognition of the safety and effectiveness
of quinine sulfate, vitamin E, or any
other ingredients for OTC use in the
treatment and/or prevention of noc-
turnal leg muscle cramps. In the doses
used to treat or prevent this condition,
quinine sulfate has caused adverse
events such as transient visual and au-
ditory disturbances, dizziness, fever,
nausea, vomiting, and diarrhea. Qui-
nine sulfate may cause unpredictable
serious and life-threatening hyper-
sensitivity reactions requiring medical
intervention and hospitalization; fa-
talities have been reported. The risk
associated with use of quinine sulfate,
in the absence of evidence of its effec-
tiveness, outweighs any potential bene-
fit in treating and/or preventing this
benign, self-limiting condition. Based
upon the adverse benefit-to-risk ratio,
any drug product containing quinine or
quinine sulfate cannot be considered
generally recognized as safe for the
treatment and/or prevention of noc-
turnal leg muscle cramps.

(b) Any OTC drug product that is la-
beled, represented, or promoted for the
treatment and/or prevention of noc-
turnal leg muscle cramps is regarded as
a new drug within the meaning of sec-
tion 201(p) of the Federal Food, Drug,
and Cosmetic Act (the act), for which
an approved application or abbreviated
application under section 505 of the act
and part 314 of this chapter is required
for marketing. In the absence of an ap-
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proved new drug application or abbre-
viated new drug application, such prod-
uct is also misbranded under section
502 of the act.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for OTC use for the treatment and/or
prevention of nocturnal leg muscle
cramps is safe and effective for the pur-
pose intended must comply with the re-
quirements and procedures governing
the use of investigational new drugs
set forth in part 312 of this chapter.

(d) After February 22, 1995, any such
OTC drug product initially introduced
or initially delivered for introduction
into interstate commerce that is not in
compliance with this section is subject
to regulatory action.

[59 FR 43252, Aug. 22, 1994]

§310.547 Drug products containing
quinine offered over-the-counter
(OTC) for the treatment and/or pre-
vention of malaria.

(@) Quinine and quinine salts have
been used OTC for the treatment and/or
prevention of malaria, a serious and
potentially life-threatening disease.
Quinine is no longer the drug of choice
for the treatment and/or prevention of
most types of malaria. In addition,
there are serious and complicating as-
pects of the disease itself and some po-
tentially serious and life-threatening
risks associated with the use of quinine
at doses employed for the treatment of
malaria. There is a lack of adequate
data to establish general recognition of
the safety of quinine drug products for
OTC use in the treatment and/or pre-
vention of malaria. Therefore, quinine
or quinine salts cannot be safely and
effectively used for the treatment and/
or prevention of malaria except under
the care and supervision of a doctor.

(b) Any OTC drug product containing
quinine or quinine salts that is labeled,
represented, or promoted for the treat-
ment and/or prevention of malaria is
regarded as a new drug within the
meaning of section 201(p) of the act, for
which an approved application or ab-
breviated application under section 505
of the act and part 314 of this chapter
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is required for marketing. In the ab-
sence of an approved new drug applica-
tion or abbreviated new drug applica-
tion, such product is also misbranded
under section 502 of the act.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for OTC use for the treatment and/or
prevention of malaria is safe and effec-
tive for the purpose intended must
comply with the requirements and pro-
cedures governing the use of investiga-
tional new drugs set forth in part 312 of
this chapter.

(d) After April 20, 1998, any such OTC
drug product initially introduced or
initially delivered for introduction into
interstate commerce that is not in
compliance with this section is subject
to regulatory action.

[63 FR 13528, Mar. 20, 1998]

EFFECTIVE DATE NOTE: At 63 FR 13528, Mar.
20, 1998, §310.547 was added to subpart E, ef-
fective Apr. 20, 1998.

PART 312—INVESTIGATIONAL NEW
DRUG APPLICATION

Subpart A—General Provisions

Sec.

312.1 Scope.

312.2 Applicability.

312.3 Definitions and interpretations.

312.6 Labeling of an investigational new

drug.

312.7 Promotion and charging for investiga-
tional drugs.

312.10 Waivers.

Subpart B—Investigational New Drug
Application (IND)

312.20 Requirement for an IND.

312.21 Phases of an investigation.

312.22 General principles of the IND submis-
sion.

312.23 IND content and format.

312.30 Protocol amendments.

312.31 Information amendments.

312.32 IND safety reports.

312.33 Annual reports.

312.34 Treatment use of an investigational
new drug.

312.35 Submissions for treatment use.

312.36  Emergency use of an investigational
new drug.

312.38 Withdrawal of an IND.

Subpart C—Administrative Actions

312.40 General requirements for use of an in-

Pt. 312

vestigational new drug in a clinical in-
vestigation.

312.41 Comment and advice on an IND.

312.42 Clinical holds and requests for modi-
fication.

312.44 Termination.

312.45 Inactive status.

312.47 Meetings.

312.48 Dispute resolution.

Subpart D—Responsibilities of Sponsors
and Investigators

312.50 General responsibilities of sponsors.

312.52 Transfer of obligations to a contract
research organization.

312.53 Selecting investigators and monitors.

312.54 Emergency research under §50.24 of
this chapter.

312.55 Informing investigators.

312.56 Review of ongoing investigations.

312.57 Recordkeeping and record retention.

312.58 Inspection of sponsor’s records and
reports.

312.59 Disposition of unused supply of inves-
tigational drug.

312.60 General responsibilities of investiga-
tors.

312.61 Control of the investigational drug.

312.62 Investigator recordkeeping and
record retention.

312.64 Investigator reports.

312.66 Assurance of IRB review.

312.68 Inspection of investigator’s records
and reports.

312.69 Handling of controlled substances.

312.70 Disqualification of a clinical inves-
tigator.

Subpart E—Drugs Intended to Treat Life-
threatening and Severely-debilitating
llinesses

312.80
312.81
312.82

Purpose.

Scope.

Early consultation.

312.83 Treatment protocols.

312.84 Risk-benefit analysis in review of
marketing applications for drugs to treat
life-threatening and severely-debilitating
illnesses.

312.85 Phase 4 studies.

312.86 Focused FDA regulatory research.

312.87 Active monitoring of conduct and
evaluation of clinical trials.

312.88 Safeguards for patient safety.

Subpart F—Miscellaneous

312.110

312.120 Foreign clinical
ducted under an IND.

312.130 Awvailability for public disclosure of
data and information in an IND.

312.140 Address for correspondence.

312.145 Guidelines.

Import and export requirements.
studies not con-



		Superintendent of Documents
	2015-01-27T16:30:05-0500
	US GPO, Washington, DC 20401
	Superintendent of Documents
	GPO attests that this document has not been altered since it was disseminated by GPO




